Case Report
eyelid cysts, or prominent sweating abnormalities were reported. Her granddaughter had the symptom of microtia. Neither of her parents, siblings, and children were affected.
Skin biopsy from the back tumor revealed well-differentiated SCC. Another biopsy was taken from her left palm, and the histopathology showed hyperkeratosis, well-developed granular layer, and mild acanthosis with elongated epidermal ridges, which were consistent with palmoplantar keratoderma [ Figure 2a and b]. Immunohistochemistry stains of CD1a and S100 showed near absence of Langerhans cells (LCs) in lesional skin [ Figure 2c -f]. Based on the patient's history, clinical findings, and histopathology, Huriez syndrome was diagnosed. Gallium scan for tumor survey showed reactive lymph nodes in the right pulmonary hilar region. Chest computed tomography upon further examination revealed cutaneous tumor with subcutaneous infiltrate in the upper back without any apparent nodular lung lesions or hilar lymph node enlargement. She had received wide excision with 1-cm margin, and frozen sections of 3, 6, 9, and 12 o'clock directions were sent separately, which pathology reports showed free of tumor in frozen sections. Rhomboid flap was done over her back.
disCussion
Huriez syndrome, also referred to as "sclerotylosis," was first reported by Huriez et al. in 1963 among two families in Northern France. [1, [3] [4] [5] It is considered a rare autosomal dominant genodermatosis, but there have been a few sporadic cases reported in literature. [4, 5] In addition to France, cases from Japan, [5] India, [6] Tunisia, [7] Germany, [8] and Italy [9] have also been reported, which may indicate no racial bias in the occurrence of this syndrome. Clinically, it is characterized by the triad of congenital scleroatrophy of the distal extremities, palmoplantar keratoderma, and changes in nails including ridging, clubbing, or hypoplasia of the nails. [9, 10] The keratoderma is more prominent on the palms than on the feet. [2] Other features including hypohidrosis, flexion contractures of the fingers, malignancies of the skin, and poikiloderma have also been reported. [9, 10] The onset of the disease is at birth or in the first year of life and persists throughout life.
The pathogenesis of Huriez syndrome remains unknown. To date, no specific gene responsible for Huriez syndrome has been identified. [4] Deminatti et al. noticed the linkage between Huriez syndrome and MNS blood type, which was later mapped to chromosome 4q28-31. [11] Lee et al. localized the gene to chromosome 4q23 by linkage analysis in members from one of the families first described by Huriez as well as another family that originated from the same region of Northern France. [12] Further investigations are necessary to detect the exact gene and mechanism for the syndrome.
Early diagnosis of the disease is important due to increasing risk of skin malignancies associated with Huriez syndrome. It has been reported that about 15% of the patients with Huriez syndrome developed SCC [12] and an approximately 5% mortality rate was reported. [8] SCC in Huriez syndrome has distinct feature, which is characterized by early onset in the third to fourth decades of life with a more aggressive and highly metastatic potential. [5, 8, 13] The skin malignancies in the affected patients were thought to arise from the scleroatrophic skin. Previous studies have described sites of SCC in the hands, thenar eminences, and heels, [1, 5, 9, 14] which may be trauma-prone sites. The development of SCC in the syndrome shares similarity with Marjolin's ulcer, in which the malignancies arise due to chronic ulcers in the scar tissue. [13] The fragility of skin in the affected patients leads to scarring. Scleroatrophic skin changes may have a similar process of scarring, which in turn predispose the patient to skin malignancies. [13] Immunohistochemistry studies of the involved skin in Huriez syndrome show a decrease or near absence of epidermal LCs. [8] LCs play important roles in tumor-associated antigen's presentation and cutaneous surveillance against neoplasms. [15] Some authors have suggested that the diminishing epidermal LCs may contribute to malignant degeneration in the scleroatrophic skin. [9] However, there were no abnormal expressions of factors related to LC development or recruitment, such as granulocyte-macrophage colony-stimulating factor, transforming growth factor-β1, and macrophage inflammatory protein-3α. [9] The inability of LCs to properly spread in the epidermis warrants further study. Other authors have reported that some genes may underly the Huriez syndrome and its susceptibility to skin cancers. Watanabe et al. reported positive p53 staining of an atypical keratinocyte in a Japanese woman with Huriez syndrome, which may suggest that p53 gene mutation may play a role in SCC or actinic keratosis development in the syndrome. [5] Recently, Günther et al. reported SMARCAD1 haploinsufficiency in Huriez syndrome and hypothesized on its relationship with cutaneous SCC development, possibly due to the impairment in repair of deoxyribonucleic acid double-strand breaks. [16] Early diagnosis of the disease is mandatory due to the associated high risk of tumorigenesis. Multidisciplinary approach with geneticists, dermatologists, and plastic surgeons is important, and close follow-ups are required to identify any cancer. Symptomatic treatments of Huriez syndrome include topical emollient agents, keratolytic agents, and topical or oral retinoids. [4] For patients who develop SCC, surgical management with wide resection and skin grafting is recommended. [14] In this case, we hope to highlight that Huriez syndrome is a rare genodermatosis, for which the exact causative gene has not been identified. It is critical to detect the disease early due to its cancer-prone nature. Regular and detailed clinical follow-ups to prevent morbidity or to provide an appropriate treatment for SCC are necessary.
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